J C, girl, born 4.2.65 History: The parents are normal and not related, and there is no family history of anamia. Her mother was a primigravida, and the pregnancy and delivery at 42 weeks were normal. The patient weighed 5 lb 4 oz (2,380 g) at birth and was seen at once to have five fingers on each hand instead of four fingers and a thumb.
Congenital Hypoplastic Ansemia D R Harvey MB MRCP (for L Haas MD MRcP and J P M Tizard BM FRCP) (Hammersmith Hospital, London) J C, girl, born 4.2.65 History: The parents are normal and not related, and there is no family history of anamia. Her mother was a primigravida, and the pregnancy and delivery at 42 weeks were normal. The patient weighed 5 lb 4 oz (2,380 g) at birth and was seen at once to have five fingers on each hand instead of four fingers and a thumb.
When 6 weeks old she was admitted to hospital with an anmmia, Hb 3-3 g/100 ml (22%), reticulocytes 2-3 %, MCHC 33 %, WBC 13,000 (neutros. 40 %), platelet count 220,000/c.mm. Other investigations included a normal IVP and X-rays of the hands which showed three phalanges in each thumb (Fig 1) . There was no anthranilic acid in the urine. Physical examination showed only pallor, small size (below the third percentile for weight and skull size), and the finger abnormalities.
Her progress is shown on the chart (Fig 2) . She has had five transfusions, of which the first two were given intravenously and the other three intraperitoneally. Bone marrow examination has been performed four times: at 2 months the marrow was slightly megaloblastic with a leucocyte/erythroid ratio of 7*5: 1; at 31 months there was pure red cell aplasia with a ratio of 100: 1 (normal 2 5-15: 1); further examinations at 6 months and 7j months were normal (leucocyte/ erythroid ratios of 5 0 :1).
At 2 months folic acid 5 mg t.d.s. was started, followed by vitamin B12 25 pg daily, without effect on the steadily falling heemoglobin. Ascorbic acid also produced no response. These drugs were stopped and prednisone 20 mg alt. dieb. was started at 6 months without any effect, but following the administration of methyl testosterone 10 mg daily at 7 months the hemoglobin ceased to fall. It is, of course, possible that there was a spontaneous remission, because the bone marrow was found to be normal at 6 months.
She has also had 2 urinary infections, the first at 2 months treated with nitrofurantoin and another at 3 months treated with colistin, cloxacillin, and streptomycin. The infection did not recur.
Comment
This child had a temporary pure red cell aplasia. Throughout the course of the illness the leucocyte and platelet counts were normal.
We considered a diagnosis of Fanconi's anemia (Reinhold et al. 1952) , but this familial condition occurs usually in children over the age of 3 years, and there is a pancytopenia and not a pure red cell aplasia. There are often bony abnormalities but these are hypoplasia or absence of the thumbs and absent radii.
This patient probably fits into the group described as congenital hypoplastic anemia. Diamond et al. (1961) have reported a 25-year follow-up of 30 cases. Twenty-six presented under 1 year and they all had a pure red cell aplasia. Half of their cases had anthranilic acid in the urine. Twelve patients responded to steroids, but none to testosterone. However, 7 of their 30 cases had a spontaneous remission. One of Diamond's cases had, like our case, a thumb with three phalanges. The cause of the severe aneemia discovered at the age of 6 weeks seems obscure. I presume there have been no signs of excessive hkmolysis as sole or contributory mechanism. As far as we know, Fanconi's aniemia does not start so early. On the other hand, we have seen a boy with congenital hypoplastic anamia of the Blackfan-Diamond type who had a double thumb, so we agree with Diamond that thumb deformities are not diagnostic of Fanconi's antemia.
REFERENCES
Blackfan-Diamond anaemia is sometimes temporarily associated with normal or slightly increased reticulocyte percentages. The total number of reticulocytes is usually low, as in your case. In our experience, however, the bone marrow in Blackfan-Diamond anmmia has always shown severe erythropoietic hypoplasia. The first bone marrow smear obtained from baby J C thus seems to contradict this diagnosis. We have no experience of bone marrow smears obtained in a 3-month-old child after transfusions up to 17 g Hb/100 ml, but an erythropoietic depression could be anticipated. The next bone marrow smear appeared normal, which also seems to exclude the Blackfan-Diamond diagnosis.
Corticosteroid treatment gives a very characteristic response in many cases of Blackfan-Diamond anwemia. About a week after starting therapy, we have found a reticulocyte response which usually is at a maximum at the 10-1 1 th day of treatment. We have no experience of infants of this age treated with methyl testosterone. The short interval between initiating the testosterone treatment and the reticulocytosis makes the causal connexion doubtful.
The discussion above reflects the common opinion of my co-worker, Dr Lars Wranne, and myself.
Family with Cleido-cranial Dysostosis showing Normal and Abnormal Clavicles D M Flynn MB DCH (for A D M Jackson mD MRcp) (The London Hospital, Whitechapel) Case 1 Mrs R, aged 28 Past history: Cut first tooth at 3 years. Walked at 5 years. Thought to have had rickets. Always small. Obstetric history: Para 5. All premature. No dystocia. In addition, at termination of pregnancy and sterilization in 1964, a 3-month feetus with absent cranial bones was delivered. Family history: Parents and 5 siblings normal. On examination: Height 57 inches. Wide-set eyes. Skull circumference 21 inches. Depression at site of anterior fontanelle. X-rays: Skull -2 unerupted teeth. Pelvisdeficient ossification of bodies of the pubic bones. Wide symphysis pubis. Claviclesimperfect development of outer ends. Wristsnormal. Children: Of the 5 liveborn children 3 were affected and 2 were unaffected, of whom 1 died in infancy. The 3-month foetus mentioned above was presumably affected.
Case 2 J R, girl, aged 2 years 5 months. Index patient Presented at 9 months with bronchiolitis and dwarfism, and was frequently admitted with respiratory infections. A small mass was present on the right clavicle although previously the clavicles were normal on palpation. Approximation of shoulders normal. Pelvis normal on palpation. X-rays: Skullwidely patent fontanelle. Deficient ossification of frontal and parietal bones. Few wormian bones. Wrist and handat 12 months no carpal ossification; ectopic epiphyses at bases of 2nd, 3rd, 4th and 5th metacarpals. At 20 months one carpal bone seen. Pelvisat 20 months lack of ossification of both pubic bones. Claviclesnormal clavicles on 6 previous films but a film at the age of 2 years 5 months showed a fractured right clavicle. (Sibling, Case 4, had fractured tibia and fibula at same time.) Cervical spinespina bifida occulta.
